
WHAT IS CLAIMED IS 

1. An agent for the prophylaxis and treatment of interstitial 
pneumonia and pulmonary fibrosis , which comprises a compound 
having a Rho kinase inhibitory activity. 

2. The agent for the prophylaxis and treatment of interstitial 
pneumonia and pulmonary fibrosis of Claim 1, wherein the compound 
having a Rho kinase inhibitory activity is an amide compound of 
the following formula (I) 

O Rb 

ii i (I) 

Ra C N^— Rc 1 ' 

wherein v 

Ra is a group of the formula 



(a) 



(c) 


in the formulas (a) and (b), 

R is hydrogen, alkyl, or cycloalkyl, cycloalkylalkyl, 

phenyl or aralkyl, which optionally has a substituent 
on the ring, or a group of the formula 


NR 



wherein R 6 is hydrogen, alkyl or formula : -NR 8 R 9 


J^*93'ai22.± ,071802 



wherein R 8 and R 9 are the same or different and each is 
hydrogen , alkyl, aralkyl or phenyl, R 7 is hydrogen, 
alkyl, aralkyl, phenyl, nitro or cyano, or R 6 and R 7 in 
combination show a group forming a heterocycle 
5 optionally having, in the ring, oxygen atom, sulfur 

atom or optionally substituted nitrogen atom, 
R 1 is hydrogen, alkyl, or cycloalkyl, cycloalkylalkyl, 

phenyl or aralkyl, which optionally has a substituent 
on the ring, or R and R 1 in combination form, together 
10 with the adjacent nitrogen atom, a group forming a 

heterocycle optionally having, in the ring, oxygen 
atom, sulfur atom or optionally substituted nitrogen 
atom, 

R 2 is hydrogen or alkyl, 

is R 3 and R 4 are the same or different and each is hydrogen, alkyl, 
aralkyl, halogen, nitro, amino, alkylamino, acylamino, 
hydroxy, alkoxy, aralkyloxy, cyano, acyl, mercapto, 
alkylthio, aralkylthio, carboxy, alkoxycarbonyl, 
carbamoyl, alkylcarbamoyl or azide, and 

20 A is a group of the formula 

R 10 


(CH 2 ) 1 (C) m (CH 2 ) 

R 11 

wherein R 10 and R 11 are the same or different and each 
is hydrogen, alkyl, haloalkyl, aralkyl, hydroxyalkyl, 
carboxy or alkoxycarbonyl, or R 10 and R 11 show a group 
25 which forms cycloalkyl in combination and 1, m and n 

are each 0 or an integer of 1-3, 
in the formula (c), 

L is hydrogen, alkyl, amindalkyl, mono- or 

dia 1 ky laminoa Iky 1 , t etr ahydro fur f ury 1 , c ar bamoy la Iky 1 , 


44 


1M g 3 JL » 07 IS02 

phthalimidoalkyl, amidino or a group of the formula 

O 



wherein B is hydrogen , alkyl, alkoxy, ar alkyl, 
5 aralkyloxy, aminoalkyl, hydroxyaiky 1 , alkanoyloxy- 

alkyl, alkoxycarbonylalkyl, a-aminobenzyl, furyl, 
pyridyl, phenyl, phenylamino, styryl or 
imidazopyr idy 1 , 

Q 1 is hydrogen, halogen, hydroxy, aralkyloxy or 
10 thienylmethyl , 

W is alkylene, 

Q 2 is hydrogen, halogen, hydroxy or aralkyloxy, 
X is alkylene, 

Q 3 is hydrogen, halogen, hydroxy, alkoxy, nitro, amino, 
is 2 , 3-dihydrof uryl or 5-methyl-3-oxo-2, 3,4,5- 

tetrahydropyridazin-6-yl ; 

and Y is a single bond, alkylene or alkenylene, and 
in the formula (c), 

a broken line is a single bond or a double bond, and 


20 R 5 is hydrogen, hydroxy, alkoxy, alkoxycarbonyloxy, 

alkanoyloxy or aralkyloxycarbonyloxy; 
Rb is a hydrogen, an alkyl, an aralkyl, an aminoalkyl or 

a mono- or dialkylaminoalkyl; and 
Rc is an optionally substituted heterocycle containing 

25 nitrogen, 


an isomer thereof and/or a pharmaceutically acceptable acid 
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10 


20 


addition salt thereof, 

3. The agent for the prophylaxis and treatment of interstitial 
pneumonia ana pulmonary fibrosis of claim 1 or claim 2, wherein 
the compound \iaving a Rho kinase inhibitory activity is an amide 
5 compound of tli£ following formula (I') 


wherein 
R' 


15 R 


is a group of the formula 



is hydrogen/ alkyl, ofc cycloalkyl, cycloalkylalkyl, 
phenyl or aralkyl, whi^h optionally has a substituent 
on the ring, 

is hydrogen, alkyl, or cycloalkyl, cycloalkylalkyl, 
phenyl or aralkyl, which optionally has a substituent 
on the ring, or R' and R 1 in\ combination form, 
together with the adjacent nitrogen atom, a group 
forming a heterocycle optionally having, in the ring, 
oxygen atom, sulfur atom or optionally substituted 
nitrogen atom, 
is hydrogen or alkyl, 
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10 


15 


R 3 and R 4 are the same 



Rb 


Rc 


or different and each is hydrogen, alkyl, 


aralkyl, hale gen, nitro, amino, alkylamino, acylamino, 
hydroxy, alkoxy, aralkyloxy, cyano, acyl, mercapto, 
alkylthio, aralkylthio, carboxy, alkoxycarbonyl, 
carbamoyl, alkylcarbamoyl or azide, and 
is a group of jthe formula 

10 


Rf 


iCHaJrfaUCHaln 
R 1 ' 


(e) 


wherein R 10 and iR 11 are the same or different and each 
is hydrogen, alkyl, haloalkyl, aralkyl, hydroxyalkyl, 
carboxy or alkoxycarbonyl, or R 10 and R 11 show a group 
which forms cycloalkyl in combination and 1, m and n 
are each 0 or an ^integer of 1-3, 

is a hydrogen, an 1 alkyl, an aralkyl, an aminoalkyl or 
a mono- or dialkyiaminoalkyl; and 

is an optionally substituted heterocycle containing 
nitrogen, \ 
an isomer thereof and/or a pharmaceutically acceptable acid 
addition salt thereof. 


4. The agent for the prophylaxis' and treatment of interstitial 
20 pneumonia and pulmonary fibrosis of claim 1, wherein the compound 
having a Rho kinase inhibitory activity is a compound selected 
from the group consisting of (+)-trans-4-(l-aminoethyl)-l-(4- 
pyridylcarbamoyl ) cyclohexane , ( + ) -trans-N- ( iH-pyrrolo [2,3- 
b ] pyridin- 4-y 1 ) -4- ( 1-aminoethyl ) cyclohexanecarboxamide , ( R) - ( + ) - 
25 N-(4-pyridyl)-4-( 1-aminoethyl )benzamide and (R)-(+)-N-( 1H- 

pyrrolo [ 2 , 3-b ] pyridin-4-yl ) -4- ( 1-aminoethyl ) benzamide , and/or a 
pharmaceutically acceptable acid addition salt thereof. 


30 


5. The agent for the prophylaxis and treatment of interstitial 
pneumonia and pulmonary fibrosis of claim 1, wherein the compound 

47 
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having a Rho kinase inhibitory activity is (+) -trans-4- ( 1- 
aminoethyl)-l-(4-pyridylcarbamoyl)cyclohexane and/or a 
pharmaceutical^ acceptable acid addition salt thereof. 

6. A pharmaceutical composition for the prophylaxis and treatment 
of interstitial pneumonia and pulmonary fibrosis, which comprises 
a compound having a Rho kinase inhibitory activity and a 
pharmaceutically acceptable carrier. 

7. The pharmaceutical composition for the prophylaxis and 
treatment of interstitial pneumonia and pulmonary fibrosis of 
claim 6, wherein the compound having a Rho kinase inhibitory 
activity is an amide compound of the following formula (I) 


O Rb 

ii i 

Ra C N Rc 

wherein 

Ra is a group of the formula 


R 2 


a) 


? 3 R 5 


iS>- (b) 


n — ^ V 

R 1 ^ R 4 


in the formulas (a) and (b), 

R is hydrogen, alkyl, or cycloalkyl, cycloalkylalkyl, 

phenyl or aralkyl, which optionally has a substituent 
on the ring, or a group of the formula 
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NR' 


(d) 


wherein R is hydrogen, alkyl or formula : -M R 
wherein R 8 and R 9 are the same or different and each is 
hydrogen, alkyl, ar alkyl or phenyl, R 7 is hydrogen, 
5 alkyl, aralkyl, phenyl, nitro or cyano, or R 6 and R 7 in 

combination show a group forming a heterocycle 
optionally having, in the ring, oxygen atom, sulfur 
atom or optionally substituted nitrogen atom, 
R 1 is hydrogen, alkyl, or cycloalkyl, cycloalkylalkyl, 

10 phenyl or aralkyl, which optionally has a substituent 

on the ring, or R and R 1 in combination form, together 
with the adjacent nitrogen atom, a group forming a 
heterocycle optionally having, in the ring, oxygen 
atom, sulfur atom or optionally substituted nitrogen 

is atom, 

R 2 is hydrogen or alkyl, 

R 3 and R 4 are the same or different and each is hydrogen, alkyl, 
aralkyl, halogen, nitro, amino, alkylamino, acylamino, 
hydroxy, alkoxy, aralkyloxy, cyano, acyl, mercapto, 
20 alkylthio, aralkylthio, carboxy, alkoxycarbonyl, 

carbamoyl, alkylcarbamoyl or azide, and 

A is a group of the formula 

R 10 

I 

(CH 2 ) 1 (C) m (CH 2 ) 

n v ' 


R 11 


wherein R 10 and R 11 are the same or different and each is 
25 hydrogen, alkyl, haloalkyl, aralkyl, hydroxyalkyl, 

carboxy or alkoxycarbonyl, or R 10 and R 11 show a group 
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which forms cycloalkyl in combination and 1, m and n 
are each 0 or an integer of 1-3, 
in the formula ( c ) , 

L is hydrogen, alkyl, aminoalkyl, mono- or 

dialkylaminoalkyl, tetrahydro fur fury 1 , carbamoylalkyl, 
phthalimidoalkyl, amidino or a group of the formula 


O 




(i) 


wherein B is hydrogen, alkyl, alkoxy, aralkyl, 
aralkyloxy, aminoalkyl, hydroxyalkyl, alkanoyloxy- 
alkyl, alkoxycarbonylalkyl, a-aminobenzyl, furyl, 
pyridyl, phenyl, phenylamino, styryl or 
imida zopyr idyl , 

Q 1 is hydrogen, halogen, hydroxy, aralkyloxy or 
thieny lmethyl , 
W is alkylene, 

Q 2 is hydrogen, halogen, hydroxy or aralkyloxy, 
X is alkylene, 

Q 3 is hydrogen, halogen, hydroxy, alkoxy, nitro, amino, 
2 , 3-dihydrof uryl or 5-methyl-3-oxo-2, 3, 4,5- 
tetrahydropyridazin-6-yl ; 

and Y is a single bond, alkylene or alkenylene, and 
in the formula (c), 

a broken line is a single bond or a double bond, and 

R 5 is hydrogen, hydroxy, alkoxy, alkoxycarbonyloxy, 

alkanoyloxy or ar alky loxycar bony loxy; 
Rb is a hydrogen, an alkyl, an aralkyl, an aminoalkyl or 


OggSSHl .07.1802 



a mono- or dialkylaminoalkyl; and 
Rc is an optionally substituted heterocycle containing 

nitrogen , 

an isomer thereof and/or a pharmaceutically acceptable acid 
5 addition salt thereof. 



8 . The pharmaceutical composition for the prophylaxis and 
treatment of interstitial pneumonia and pulmonary fibrosis of 
claim 6 or claim 7, wherein the compound having a Rho kinase 
io inhibitory activity is an amide compound of the following formula 
(I') 


15 


wherein 

Ra' is a group olf the formula 


wherein 
R' 


20 R 1 



is hydrogen, alkyl, or cycloalkyl, cycloalkylalkyl, 
phenyl or aralkyl, which\optionally has a substituent 
on the ring, 

is hydrogen, alkyl, or cycloalkyl, cycloalkylalkyl, 
phenyl or aralkyl, which optionally has a substituent 
on the ring, or R' and R 1 in combination form, 
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and R 4 


10 


7 «L 1 


together with the adjacent nitrogen atom, a group 
forming a hetsrocycle optionally having, in the ring, 
oxygen atom, sulfur atom or optionally substituted 
nitrogen atom f 
is hydrogen or alkyl, 

are the same d>r different and each is hydrogen, alkyl, 
aralkyl, halocjen, nitro, amino, alkylamino, acylamino, 
hydroxy, alkody, aralkyloxy, cyano, acyl, mercapto, 
alkylthio, aralkylthio, carboxy, alkoxycarbonyl, 
carbamoyl, alkylcarbamoyl or azide, and 
is a group of tm e formula 


R 


10 


iCHJitCJ^Haln 
R 11 


(e) 


is wherein R 10 and R 11 \are the same or different and each 

is hydrogen, alkyl ,\ haloalkyl, aralkyl, hydroxyalkyl, 
carboxy or alkoxycafcbonyl, or R 10 and R 11 show a group 
which forms cycloallwl in combination and 1, m and n 
are each 0 or an integer of 1-3, 
20 Rb is a hydrogen, an alkW\L, an aralkyl, an aminoalkyl or 

a mono- or dialkylaminoalkyl; and 
Rc is an optionally substituted heterocycle containing 

nitrogen, 

an isomer thereof and/or a pharmac^utically acceptable acid 
25 addition salt thereof, 


9 . The pharmaceutical composition for the prophylaxis and 
treatment of interstitial pneumonia and pulmonary fibrosis of 
claim 6, wherein the compound having a Rho kinase inhibitory 


52 



activity is a compound selected from the group consisting of (+)- 
trans-4-( l-aminoethyl)-l-( 4-pyridylcarbamoyl)cyclohexane, (+)- 
trans-N-( lH-pyrrolo[2, 3-b]pyridih-4-yl)-4-( 1- 

aminoethyl ) cyclohexanecarboxand.de , (R)-( +) -N- ( 4-pyridyl ) -4- ( 1- 
5 aminoethyl ) benzamide and ( R) - ( +) -N- ( lH-pyrrolo [ 2 , 3-b ] pyridin-4- 
yl)-4-( l-aminoethyl)benzamide, and/or a pharmaceutically 
acceptable acid addition salt thereof. 

10. The pharmaceutical composition for the prophylaxis and 

10 treatment of interstitial pneumonia and pulmonary fibrosis of 
claim 6, wherein the compound having a Rho kinase inhibitory 
activity is { +) -trans-4- ( 1 -aminoethyl ) -1- ( 4-pyridylcarbamoyl) - 
cyclohexane and/or a pharmaceutically acceptable acid addition 
salt thereof. 

15 

11. A method of the prophylaxis and treatment of interstitial 
pneumonia and pulmonary fibrosis , which comprises administering 
an effective amount of a compound having a Rho kinase inhibitory 
activity to a patient. 

20 

12. The method of the prophylaxis and treatment of interstitial 
pneumonia and pulmonary fibrosis of claim 11 , wherein the 
compound having a Rho kinase inhibitory activity is an amide 
compound of the following formula (I) 


O 

ii 

c- 


Rb 


Ra- 


Rc 


(I) 


25 


wherein 


Ra 


is a group of the formula 
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(a) 


? 3 R 5 


R. ^ . ? < b ) L /" ' * ( C ) 


'N A . 

R 1 ^ R 4 


in the formulas (a) and (b), 

R is hydrogen , alkyl, or cycloalkyi, cycloalkylalkyl, 

phenyl or aralkyl, which optionally has a substituent 
on the ring, or a group of the formula 


NR 7 


R 6 


(d) 


wherein R 6 is hydrogen, alkyl or the formula: -NR 8 R 9 
wherein R 8 and R 9 are the same or different and each is 
hydrogen, alkyl, ar alkyl or phenyl, R 7 is hydrogen, 

10 alkyl, aralkyl, phenyl, nitro or cyano, or R 6 and R 7 in 

combination show a group forming a heterocycle 
optionally having, in the ring, oxygen atom, sulfur 
atom or optionally substituted nitrogen atom, 
R 1 is hydrogen, alkyl, or cycloalkyl, cycloalkylalkyl, 

is phenyl or aralkyl, which optionally has a substituent 

on the ring, or R and R 1 in combination form, together 
with the adjacent nitrogen atom, a group forming a 
heterocycle optionally having, in the ring, oxygen 
atom, sulfur atom or optionally substituted nitrogen 

20 atom, 

R 2 is hydrogen or alkyl, 
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R 3 and R 4 are the same or different and each is hydrogen, alky 1, 
aralkyl, halogen, nitro, amino, alkylamino, acylamino, 
hydroxy, alkoxy, aralkyloxy, cyano, acyl, mercapto, 
alkylthio, aralkylthio, carboxy, alkoxycarbonyl, 
carbamoyl, alkylcarbamoyl or azide, and 

A is a group of the formula 


R 11 

wherein R 10 and R 11 are the same or different and each 
is hydrogen- alkyl, haloalkyl, aralkyl, hydroxyalkyl, 
carboxy or alkoxycarbonyl, or R 10 and R 11 show a group 
which forms cycloalkyl in combination and 1, m and n 
are each 0 or an integer of 1-3, 
in the formula ( c ) , 

L is hydrogen, alkyl, aminoalkyl, mono- or 

dialkylaminoalkyl, tetrahydrofurfuryl, carbamoylalkyl, 
phthalimidoalkyl, amidino or a group of the formula 

O 

•o — w- 


B— C (f) // w (g) 



o 

II 

/) — c — x — (h) 



// 


(i) 


wherein B is hydrogen, alkyl, alkoxy, aralkyl, 
aralkyloxy , aminoalkyl , hydroxyalkyl , alkanoyloxy- 

alky 1 , alkoxycarbonylalkyl , a-aminobenzy 1 , f uryl , 
pyridyl, phenyl, phenylamino, styryl or 
imidazopyr idyl , 

Q 1 is hydrogen, halogen, hydroxy, aralkyloxy or 
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thienylmethyl , 
W is alkylene, 

Q 2 is hydrogen, halogen, hydroxy or aralkyloxy, 
X is alkylene, 

5 Q 3 is hydrogen, halogen, hydroxy, alkoxy, nitro, amino, 

2 , 3-dihydrof uryl or 5 -methyl- 3 -oxo- 2 ,3,4,5- 
t etr ahydropyr ida zin-6 -y 1 ; 

and Y is a single bond, alkylene or alkenylene, and 
in the formula ( c ) , 
10 a broken line is a single bond or a double bond, and 

R 5 is hydrogen, hydroxy, alkoxy, alkoxycarbonyloxy, 

alkanoyloxy or aralkyloxycarbonyloxy; 
Rb is a hydrogen, an alkyl, an aralkyl, an aminoalkyl or 

a mono- or dialkylaminoalkyl; and 
is Rc is an optionally substituted heterocycle containing 

nitrogen, 

an isomer thereof and/or a pharmaceutically acceptable acid 
addition salt thereof. 


\\Pf° 13. The method of the prophylaxis and treatment of interstitial 
0> Ylk pneumonia and pulmonary fibrosis of claim 11 or claim 12, wherein 
/ Vthe compound having a Rho kinase inhibitory activity is an amide 
compound of the following^ formula ( I ' ) 

O Rb 


Ra' C N Rc 

wherein 

25 Ra' is a group of the formula 
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R 


N- 


R^ 
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I7I8Q2 


(a f ) 



wherein 
R' 


R^ 


R 1 * 


R" 


R and R 


is hydrogen, alkyl,! or cycloalkyl, cycloalkylalkyl, 
phenyl or aralkyl, ^hich optionally has a substituent 
on the ring, 

is hydrogen, alkyl, for cycloalkyl, cycloalkylalkyl, 
phenyl or aralkyl, which optionally has a substituent 
on the ring, or R' ana R 1 in combination form, 
together with the adjacent nitrogen atom, a group 
forming a heterocycle optionally having, in the ring, 
oxygen atom, sulfur at^m or optionally substituted 
nitrogen atom, 
is hydrogen or alkyl, 
are the same or different and each is hydrogen, alkyl, 
aralkyl, halogen, nitro,\ amino, alkylamino, acylamino, 
hydroxy, alkoxy, aralkyloxy, cyano, acyl, mercapto, 
alkylthio, aralkylthio, carboxy, alkoxycarbonyl, 
carbamoyl, alkylcarbamoyl \or azide, and 
is a group of the formula 


■(CH 2 ) 1 (C) m (CH 2 ) 

n 

R 11 


(e) 


wherein R 10 and R 11 are the same or different and each 
is hydrogen, alkyl, haloalkyll aralkyl, hydroxyalkyl, 
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carboxyNpr alkoxycarbonyl, or R 10 and R 11 show a group 
which forms cycloalkyl in combination and 1, m and n 
are each 0\ or an integer of 1-3 , 
Rb is a hydrogen, an alkyl, an aralkyl, an aminoalkyl or 

a mono- or dialkylaminoalkyl; and 
Rc is an optionally substituted heterocycle containing 

nitrogen, 

an isomer thereof and/or \ pharmaceutically acceptable acid 
addition salt thereof. 

14. The method of the prophylaxis and treatment of interstitial 
pneumonia and pulmonary fibrosis of claim 11, wherein the 
compound having a Rho kinase inhibitory activity is a compound 
selected from the group consisting of (+)-trans-4-( 1-aminoethyl )- 
1- ( 4-pyridylcarbamoyl ) cyclohexane , ( + ) -trans-N- ( lH-pyrrolo [2,3- 

b ] pyridin-4-yl ) -4- ( 1-aminoethy 1 ) cyclohexanecarboxamide , (R) -( + ) — 
N- ( 4-pyridyl ) -4- ( 1-aminoethyl ) benzamide and (R)-(+) -N- ( 1H- 
pyrrolo [ 2 , 3-b ] pyridin-4-yl ) -4- ( 1-aminoethyl ) benzamide , and/or a 
pharmaceutically acceptable acid addition salt thereof. 

15. The method of the prophylaxis and treatment of interstitial 
pneumonia and pulmonary fibrosis of claim 11, wherein the 
compound having a Rho kinase inhibitory activity is a (+)-trans- 
4- ( 1-aminoethyl ) -1- ( 4-pyridylcarbamoyl ) cyclohexane , and/or a 
pharmaceutically acceptable acid addition salt thereof. 

16. Use of a compound having a Rho kinase inhibitory activity for 
the production of an agent for the prophylaxis and treatment of 
interstitial pneumonia and pulmonary fibrosis. 

17. The use of claim 16, wherein the compound having a Rho kinase 
inhibitory activity is an amide compound of the following formula 

(I) 
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Rb 


Ra- 


-N Rc 
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(I) 


wherein 

Ra is a group of the formula 


R. 


R 


1/ 


N A 



(a) 


R 


,1^ 


N- 


R^ 


R^ 


(b) 


-N 


(c) 


5 in the formulas (a) and (b), 


10 


15 


R 1 


is hydrogen, alkyl, or cycloalkyl, cycloalkylalkyl, 
phenyl or aralkyl, which optionally has a substituent 
on the ring, or a group of the formula 


NR' 


(d) 


wherein R is hydrogen, alkyl or formula : -M R wherein 
R 8 and R 9 are the same or different and each is 
hydrogen, alkyl, ar alkyl or phenyl, R 7 is hydrogen, 
alkyl, ar alkyl, phenyl, nitro or cyano, or R 6 and R 7 in 
combination show a group forming a heterocycle 
optionally having, in the ring, oxygen atom, sulfur 
atom or optionally substituted nitrogen atom, 
is hydrogen, alkyl, or cycloalkyl, cycloalkylalkyl, 
phenyl or aralkyl, which optionally has a substituent 
on the ring, or R and R 1 in combination form, together 
with the adjacent nitrogen atom, a group forming a 


5 9 


heterocycle optionally having , in the ring, oxygen 
atom, sulfur atom or optionally substituted nitrogen 
atom, 

R 2 is hydrogen or alkyl, 

R 3 and R 4 are the same or different and each is hydrogen, alkyl, 
aralkyl, halogen, nitro, amino, alkylamino, acylamino, 
hydroxy, alkoxy, aralkyloxy, cyano, acyl, mercapto, 
alkylthio, aralkylthio, carboxy, alkoxycarbonyl, 
carbamoyl, alkylcarbamoyl or azide, and 

A is a group of the formula 

R 10 


(CHshtCWCHaJn (e) 

R 11 

wherein R 10 and R 11 are the same or different and each is 

hydrogen, alkyl, haloalkyl, aralkyl, hydroxyalkyl, 
carboxy or alkoxycarbonyl, or R 10 and R 11 show a group 
which forms cycloalkyl in combination and 1, m and n 
are each 0 or an integer of 1-3, 

in the formula ( c ) , 

L is hydrogen, alkyl, aminoalkyl, mono- or 

dialkylaminoalkyl, tetrahydrofurfuryl, carbamoylalkyl, 
phthalimidoalkyl, amidino or a group of the formula 

O 

o — w- 


B C (f) // w (g) 



(h) 


Q 3 ^ 



/ 


(i) 


wherein B is hydrogen, alkyl, alkoxy, aralkyl, 
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aralkyloxy, aminoalkyl, hydroxyalkyl / alkanoyloxy- 
alkyl, alkoxycarbonylalkyl, a-aminobenzyl, furyl, 
pyridyl, phenyl, phenylamino, styryl or 
imida zopyr idy 1 , 

5 Q 1 is hydrogen , halogen, hydroxy, aralkyloxy or 

thienylmethyl , 
W is alkylene, 

Q 2 is hydrogen, halogen, hydroxy or aralkyloxy, 
X is alkylene, 

10 Q 3 is hydrogen, halogen, hydroxy, alkoxy, nitro, amino, 

2 , 3-dihydrof uryl or 5-methyl-3-oxo-2 , 3,4,5- 
t etrahydropyr ida z in- 6 -y 1 ; 

and Y is a single bond, alkylene or alkenylene, and 
in the formula (c), 
is a broken line is a single bond or a double bond, and 

R 5 is hydrogen, hydroxy, alkoxy, alkoxycarbonyloxy, 

alkanoyloxy or aralkyloxycarbonyloxy; 
Rb is a hydrogen, an alkyl, an aralkyl, an aminoalkyl or 

a mono- or dialkylaminoalkyl; and 
20 Rc is an optionally substituted heterocycle containing 

nitrogen, 

an isomer thereof and/or a pharmaceutically acceptable acid 
addition salt thereof. 


,25 18. The use of claajn 16 or claim 17, wherein the compound having 

\ a Rho kinase inhibitory activity is an amide compound of the 
\^\t ollowing formula ( I ' ) 


O Rb 
Ra' C N Rc 


30 wherein 

Ra' is a group of the formula 
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.1/ 


(a') 


r 


wherein 
R' 


10 


15 R 3 and R 4 


20 



(b') 


R 


1/ 


IT 


is hydrogen, aiLkyl, or cycloalkyl, cycloalkylalkyl, 
phenyl or aral^yl, which optionally has a substituent 
on the ring, 

is hydrogen, alkyl, or cycloalkyl, cycloalkylalkyl, 
phenyl or aralkyl, which optionally has a substituent 
on the ring, or R' and R 1 in combination form, 
together with the adjacent nitrogen atom, a group 
forming a heterocycle optionally having, in the ring, 
oxygen atom, sulfi\r atom or optionally substituted 
nitrogen atom, 
is hydrogen or alkyu., 
are the same or different and each is hydrogen, alkyl, 
aralkyl, halogen, nitro, amino, alkylamino, acylamino, 
hydroxy, alkoxy, aralkyloxy, cyano, acyl, mercapto, 
alkylthio, aralkylthioy carboxy, alkoxycarbonyl, 
carbamoyl, alkylcarbamoyl or azide, and 
is a group of the formula 

ilO 


R J 


1CH 2 h(C) m (CH 2 ) 

n 

,11 


(e) 


wherein R 10 and R 11 are the same or different and each 
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is hydrogen , alkyl, haloalkyl, aralkyl, hydroxyalkyl , 
carboxy or aLLkoxycarbonyl, or R 10 and R 11 show a group 
which forms oycloalkyl in combination and 1, m and n 
are each 0 or\an integer of 1-3, 

is a hydrogen, \ an alkyi, an aralkyl, an aminoalkyl or 
a mono- or dialKylaminoalkyl; and 
Rc is an optionallj\ substituted heterocycle containing 

nitrogen, 

an isomer thereof and/or a pharmaceutically acceptable acid 
10 addition salt thereof. 

19= The use of claim 16, wherein the compound having a Rho kinase 
inhibitory activity is a compound selected from the group 
consisting of (+)-trans-4-( 1-aminoethyl) -l-( 4- 
15 pyr idylcarbamoyl ) cyclohexane , ( + ) -trans-N- ( iH-pyrrolo [2,3- 

b ] pyr idin-4-yl ) -4- ( 1-aminoethyl ) cyclohexanecarboxamide , ( R ) - ( + ) - 
N- ( 4-pyridyl ) -4- ( 1-aminoethyl ) benzamide and ( R ) - ( + ) -N- ( 1H- 
pyrrolo [ 2 , 3-b ] pyridin-4-yl ) -4- ( 1-aminoethyl ) benzamide , and/or a 
pharmaceutically acceptable acid addition salt thereof. 

20 

20. The use of claim 16, wherein the compound having a Rho kinase 
inhibitory activity is a (+)-trans-4-( 1-aminoethyl )-l-( 4- 
pyridylcarbamoyl) cyclohexane, and/or a pharmaceutically 
acceptable acid addition salt thereof. 

21. A commercial package comprising a pharmaceutical composition 
for the prophylaxis and treatment of interstitial pneumonia and 
pulmonary fibrosis of ahy of claim 6 to claim 10, and a written 
matter associated therewith,, the written matter stating that the 

30 pharmaceutical composition cala or should be used for the 

prophylaxis and treatment of interstitial pneumonia and pulmonary 
fibrosis . 
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